CRYGA, B, C and D, was considered. All ␥ -crystallin genes were screened for mutation. Two novel heterozygous deletions were detected in CRYGB: intron 1 (58delG) and exon 2 (72delC) and a novel trinucleotide polymorphism in intron1 (11-13GGT 1 AAA). Heterozygous intron 1 (58delG) was detected in 4 affected members with lamellar cataract. Heterozygous 72delC was detected in 2 affected members, with either anterior polar or extreme cataract phenotype. One patient had a complete cataract found to be a compound heterozygote with 72delC and intron 1 (58delG) mutations. The novel, trinucleotide polymorphism in intron 1 (11-13GGT 1 AAA) was found to be maternally inherited to 2 affected daughters while the mother showed no clear eye abnormality. Therefore, the involvement of this polymorphism in ADCC in not clear. The 72delC mutation results in a truncated protein of 43 aa which preserved the first 24 aa of wild-type protein, a frame shift generating 19 random amino acids. Conclusions: We demonstrate the first complex mutation in the CRYGB gene in ADCC. The genetic heterogeneity resulted in clear clinical presentation of the disease. This case will advance our understanding of the genotypic-phenotypic correlation of ADCC.
Funding agency: Kuwait University; grants: YM10/09, GM01/01 and GM 01/05. The aim of the current study was to determine the prevalence of hMPV infection in Kuwait among patients with RTIs with respect to other respiratory viruses, and to identify the hMPV genotypes. Methods: During January to December 2009, 460 respiratory samples from 388 patients with RTIs were collected from different hospitals. They were tested for hMPV RNA by real-time PCR, and other respiratory viruses by conventional PCR. The type of detected hMPV RNA was identified by direct sequencing. Samples positive for H1N1 have been excluded from this study. Results: Out of 388 patients, 110 (28%) were positive for viral respiratory infections; 21 (5.4%) of them were positive for hMPV, 29 (7.5%) were positive for rhinovirus, 13 (4%) were positive for respiratory syncytial virus, and 10 (3%) were positive for adenovirus. Most (n = 19, 90.5%) of hMPV-positive patients were admitted to the ICU, 76% of them were of age 2 years and below, and 24% of age 59 and above. All hMPV-positive elderly patients have been diagnosed as having pneumonia while 50% of hMPV-positive infants had bronchopneumonia. Children with hMPV and rhinovirus coinfection (n = 3, 1%) had recurrent chest infection and frequent ICU admission. Genotype B2 was more prevalent than genotype A, and the hMPV infection was mostly detected between December and May. Conclusions: This is the first study demonstrating the prevalence of hMPV infection in Kuwait (5.4%) and it suggests that hMPV infection is prevalent in winter and spring months, and usually targets young children and aged individuals with lower RTI. The hMPV B2 is the predominate genotype in Kuwait. 
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Patients Presenting to Secondary Emergency Services: A Comparison Study between Kuwait and Ireland
M.A. Alali
Department of Medicine, University College Cork, Cork, Ireland
Introduction: Many patients attending accident and emergency (AE) departments in secondary care hospitals could be managed appropriately by general practitioners (GP). Inappropriate attendance of nonurgent patients to AE results in reduced efficiency of AE departments. This study attempts to compare patients attending two hospitals in two different countries. Methods: A questionnaire aided by interview was conducted between August 2006 and July 2007 including a total of 500 patients presenting to AE departments of Al-Amiri (Kuwait) and Cork University Hospital (CUH) in Ireland after excluding patients younger than 15 years. Sampling was by convenience and the data were analyzed using Statistical Package for the Social Sciences. Results: The majority of patients were between 25 and 64 years old. 63.6% of patients presenting to Al-Amiri Hospital were non-GP-referred compared to 58% of patients presenting to CUH (p = 0.2). 3.6 and 10% of patients came by ambulance in Kuwait and Ireland, respectively (p = 0.004). 39.6% of patients presenting to CUH had both hematological and radiological investigations while 10% had no investigations compared to 24 and 23.2% in Kuwait. In Kuwait, 48.8% presenting to AE did not require follow-up compared to 19.6% in Ireland (p ! 0.001), and only 14.8% were admitted in Kuwait compared to 30.8% in Ireland. There was also a significant difference in patients detained for observation in the two groups (Kuwait: 1.6%, Ireland: 17.2%, p ! 0.001). Conclusions: Regardless of GP referral rate, data showed that the majority of Irish patients needed further follow-up, observation and admission, maybe suggesting more appropriate self-and GP-referral. In conclusion, primary health services need to be audited to assure the important role of GPs as gatekeepers of the health system in Kuwait.
Funding agency: None.
Basic and Applied Sciences Awards 1 Potentially Useful Interactions between Theophylline and Salbutamol on Cytokine Release in Human Monocytes
C.I. Ezeamuzie, P.K. Shihab
Faculty of Medicine, Kuwait University, Kuwait
Introduction: ␤ 2 -Adrenoceptor agonists and theophylline are widely used bronchodilators. Unlike ␤ 2 agonists, theophylline has additional anti-inflammatory effects. While ␤ 2 agonists are commonly combined with inhaled steroids in the treatment of asthma, the effect of combining theophylline with ␤ 2 agonists has not been studied. This study investigated the effect of theophylline and salbutamol, as well as their combination, on the release of tumor necrosis factor-␣ (TNF-␣ ) and interleukin-6 (IL-6) from stimulated monocytes, and to compare this effect with that of dexamethasone and its combination with salbutamol. Methods: Highly purified human blood monocytes were pretreated with the drugs (alone or in combination) for 30 min before being stimulated in culture with 250 ng/ml lipopolysaccharide for 24 h. Released TNF-␣ and IL-6 were determined by ELISA. The corresponding mRNA expression for the two cytokines were also determined by RT-PCR using appropriate primers. Results: Salbutamol and procaterol ( 6 0.1 M ) significantly inhibited the release of TNF-␣ , but also enhanced that of IL-6. In contrast, theophylline (30-100 M ) strongly inhibited the release of both cytokines. Interestingly, the combination of theophylline and salbutamol was additive in inhibiting TNF-␣ release but theophylline blocked the IL-6-enhancing effect of salbutamol. A similar effect was seen when dexamethasone was combined with salbutamol. These effects were also reflected in the mRNA expression of the cytokines, suggesting that the effects were genomic. Conclusions: ␤ 2 agonists have opposing effects on the generation of TNF-␣ and IL-6, but when combined with theophylline, the latter, like dexamethasone, was capable of augmenting the anti-inflammatory effects of the ␤ 2 agonists while preventing their proinflammatory effect. Thus, theophylline may have a potentially useful steroid-sparing effect.
Funding agency: Grant No. 2005-130-203, Kuwait Foundation for the Advancement of Sciences (KFAS). Introduction: (-)-Epigallocatechin gallate (EGCG) has been reported to have a neuroprotective and neuroregenerative role in the nervous system. Previously, we have shown functional and neurobehavioral improvements after chronic constrictive and sciatic nerve crush injuries. This study was designed to examine whether EGCG could improve survival of spinal neurons and restore the subcellular morphology of the sciatic nerve in a sciatic nerve crush model. Methods: Adult male Wistar rats (n = 8) were randomly assigned to: (i) sham control (SC), (ii) sciatic nerve crush + saline (SNC + S) and (iii) sciatic nerve crush + EGCG (SNC + EGCG) groups. In SNC + S and SNC + EGCG groups, the sciatic nerve was exposed and crushed with forceps for 60 s and treated with saline (i.p.) or EGCG (50 mg/kg), respectively, for 2 weeks. Lumbosacral spinal cord (LSC) and nerve segments distal to the crush were harvested, processed for light and electron microscopy (EM). Results: The ventral gray horn of LSC showed irregular, darkly stained neurons and substantial reduction in the number of neurons ipsilateral to the crush injury in the SNC + S group. Such degenerative changes were not seen in the SNC + EGCG group. The contralateral side of the SNC + EGCG group was comparable to the contralateral side of SNC + S and SC groups. Morphometric analysis of the sciatic nerve in the SNC + S group showed significant increase in the number of myelinated fibers compared to the SC group. EGCG treatment significantly decreased the number of myelinated axons compared to SNC + S. EM revealed normal appearance of regenerated fibers, normal thickness of myelin sheaths and axons in the SNC + EGCG group. The axons in the EGCG-treated group also had normal Schmidt-Lantermann clefts. The extracellular matrix was comparable to normal collagen fibers with well-organized distribution and absence of disintegrated myelin figures. Conclusions: EGCG protects spinal neurons and enhances subcellular recovery subsequent to peripheral nerve injury and thus improves nerve regeneration.
Green Tea Extract (-)-Epigallocatechin-3-Gallate Promotes Spinal Neuroprotection and Axon Regeneration in Sciatic Nerve Crush Model of Nerve Injury: A Light and Electron Microscopic Study
Funding agency: Department of Anatomy, Faculty of Medicine, Kuwait University. Introduction: Microalbuminuria (MA) is a predictor of the progression of diabetic nephropathy and an independent risk factor for coronary heart disease (CHD). Regression of MA is desirable in diabetic subjects but the factors associated with regression or progression of MA have not been studied in the Kuwaiti population. The aims of this study were to estimate the frequency and factors associated with progression of MA. Methods: 123 (72 F, 51 M) patients were followed up for a median of 5.5 years. During the follow-up period, MA was assessed 3 times a year on separate visits. We evaluated whether MA had progressed (mean 6 50% of baseline mean), had remained unchanged, or had regressed (mean ^ 50% of baseline mean). Multiple regression analysis was used to determine the predictive values of sex, age, duration of diabetes, CHD, baseline cystatin C (CC), baseline high-sensitivity C-reactive protein (hs-CRP), leptin, adiponectin, mean HbA 1c , diastolic blood pressure, systolic blood pressure and the insertion/deletion polymorphism of the Angiotensin-Converting Enzyme (ACE) gene for the progression of MA. Results: At baseline, 49.5% were normoalbuminuric and 50.5% were microalbuminuric; at the end of follow-up, 64% had no change; 10% regressed and 26% progressed. Mean hs-CRP, leptin, HbA 1c and CC were higher and mean adiponectin lower in patients with progression compared to those who regressed or had no change. Odds ratios (OR) for significant factors in progression are: CHD (1.2); CC (10.4); hs-CRP (1.5); mean HbA 1c (1.2) and ACE I/D DD genotype (11.5). All MA patients with CC 1 1.4 mg/l had progression of MA with OR of 26.1, whereas patients with CC ! 1.1 mg/l had regression with OR of 2.0. Conclusions: ACE I/D genotype and CC at baseline are the most significant of the multiple determinants of the progression/regression of MA. These findings have significant implications for clinical practice as prevention of MA is an important therapeutic target.
Clinical Sciences Awards 1 Prospective Longitudinal Study of Factors Associated with Progression/Regression of Microalbuminuria in Patients with Type 2 Diabetes Mellitus
Funding agency: KU research admin grant MG 033. Introduction: Progesterone receptor (PR) is a surrogate member of a functional estrogen receptor (ER) and is mediated by two functionally different isoforms, PRAB and PRB. The relative levels of PRAB and PRB within target cells may determine the functional response of PR. Little is known regarding the expression of PRAB and PRB in breast carcinomas. The aim of this study is to evaluate the expression of PR, PRAB and PRB in fine-needle aspirates (FNA) from breast carcinoma and correlate it with its expression in tissue sections and other prognostic parameters such as cytologic grading, ER, C-erb B2 and Ki-67. Methods: In 40 cases of breast carcinoma with available material for cytohistologic correlation, PR, PRAB and PRB were studied by immunocytochemical methods. Their expression in aspirates and tissue sections were correlated with cytologic grading, ER, C-erb B2 and Ki-67. Results: PR and its isoforms PRAB and PRB were demonstrated by immunocytochemistry on FNA smears in 43, 69 and 7% of grade 1 carcinomas and 78, 33 and 22% of grade 3 carcino-mas, respectively. In tissue sections PR, PRAB and PRB were demonstrable in 88, 38 and 19% of grade 1 carcinomas in contrast to 40, 0 and 20% of grade 3 carcinomas, respectively. No significant correlation was observed between the grade of the tumor and PR expression. PR-positive breast carcinoma cases were positive for PRAB (63%) and PRB (19%) . This corroborated with tissue section findings. PR, PRAB and PRB were positive in 55, 45 and 15% of Er ␣ -negative cases, respectively. In tissue sections there was marginal PR (25%) and PRAB (12%) positivity in Er ␣ -negative tumors. No statistical correlation between Ki-67 and Cerb B-2 with ER and PR status of the tumor was observed in the cases studied. Conclusions: The expression of PR and its isoforms PRAB, PRB was concordant with their expression in tissue sections in the majority of the cases. No statistical correlation was found with C-erb B2 and Ki-67. Introduction: Polycystic ovary syndrome (PCOS) is characterized by anovulation in the form of irregular or absent menstrual periods and hyperandrogenism manifesting as elevated androgens with hirsutism, acne and deepening voice. Adolescent PCOS presents a serious treatment challenge because the features are like those of pubertal changes. Objective: To investigate the clinical features of PCOS in adolescent women and the role of metformin and exercise in the management. Methods: Twentyseven adolescent women, between 10 and 20 years of age with anovulation and hyperandrogenism, were recruited from the outpatient clinic. All had clinical (history and physical examination) and biochemical (hormone and lipid profiles and sex hormonebinding globulin, SHBG) evaluation and were randomized into three treatment groups: metformin only, metformin and exercise and exercise only and followed up for 3 months. Results: The features of PCOS included oligomenorrhea, high BMI and acne like in other parts of the world. All three options resulted in weight reduction and regular menstrual periods in about 34%, respectively. Metformin with exercise had a more significant effect in decreasing total testosterone (50%) as compared to 28% with metformin only, 14% with exercise only. Similarly, there was an increase in high-density lipoprotein (44% to 20 and 12%) and SHBG, but no effect on hormone profile. Conclusions: Metformin and exercise individually resulted in significant weight reduction and regular periods, but combined metformin and exercise was better at reducing total testosterone and increasing high-density lipoprotein.
